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DETAILED ACTION 

Currently, claims 1-5 and 11-13 are pending. 

Response to Arguments 

Applicants have amended the claims to exclude the limitation of "prevention" to 
overcome the 35 USC 112 rejection and the rejection is hereby withdrawn. 

Applicants have cancelled claim 10 and the 35 USC 103 rejection is withdrawn. 

Applicants have argued over the Obviousness Double Patenting rejection; 
however, as the rejected claims in co-pending application 10/881,761 have been 
withdrawn the ODP rejection is being hereby withdrawn. 

After further consideration, please see the new grounds of rejection given below. 

Claim Objections 

Claim 3 is objected to because of the following informalities: "locus sereleous" 
should be spelled "locus ceruleus". Appropriate correction is required. 



Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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Claims 1-5 and 11-13 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Arnsten et al. (Science, Vol. 230; pgs. 1273-1276) in view of Olejniket al. (U.S. 
Patent 6,627,210) and Chan-Palay et al. (The Journal of Comparative Neurology, 287: 
373-392). 

Arnsten et al. teach that there is a loss of catecholamines (norepinephrine) in 
Alzheimer's disease and that pharmacological treatments may ameliorate the cognitive 
deficits (pg. 1274, Col. 1 and 2). Arnsten et al. teach that the a.2-receptor agonist 
clonidine and adrenergic agonists in general will be helpful for patients with Alzheimer's 
disease (pg. 1276, Col. 2). It is taught that cell deterioration occurs in the locus 
ceruleus and in particular the portion innervated by the prefrontal cortex (meeting the 
limitation of claims 3 and 6; pg. 1276, Col. 2). Arnsten also teaches that effects of 
clonidine may act through the prefrontal cortex surrounding the principal sulcus (page 
1275), of which projections from the prefrontal cortex lead to the VTA as Applicants 
teach in page 8 of their specification. Accordingly, it deemed obvious that the effects of 
the drug are treating the neural cells of the brain projecting to or from a region of the 
brain selected from the locus ceruleus and the VTA (in claim 6). 

Arnsten et al. do not teach the administration of brimonidine or the treatment of 
Parkinson's disease. 

Olejnik et al. teach compositions comprised of a.2-receptor agonists as the active 
ingredient, with the preferred a 2 -receptor agonist being briminodine (Col. 5, lines 45-48 
and claim 1). Other suitable a2-receptor agonists include clonidine (Col. 5, line 26). 
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Chan-Palay et al. teach that the locus ceruleus is an important source of 
norepinephrine and is shown to be affected in several neurologic disorders, including 
Parkinson's disease and Alzheimer's disease (pg. 373, first paragraph). 

Accordingly, it would be obvious to one having ordinary skill in the art at the time 
of the invention, to combine the teachings of Arnsten et al, which teaches the treatment 
potential of an a 2 -receptor agonist in Alzheimer's disease and further teaches that the 
a 2 -receptor agonist is having effects on neurons in brain regions projection to or from 
the locus ceruleus or VTA with the teachings of Olejnik et al. which teach brimonidine as 
an a 2 -receptor agonist. One would be motivated to combine the references with a 
reasonable expectation of success because of the teaching that an a 2 -receptor agonist 
can treat Alzheimer's disease and clonidine and brimonidine are both a 2 -receptor 
agonists. Further, it would be obvious to that a 2 -receptor agonists would beneficially 
treat Parkinson's disease because of the teachings of Chan-Palay which teaches that 
the locus ceruleus is involved with disorders such as Parkinson's disease. One would 
be motivated to treat Parkinson's disease with brimonidine because Chan-Palay 
teaches that norepinephrine in the locus ceruleus is implicated in Parkinson's and 
Alzheimer's disease, and Arnsten et al. teach that cell deterioration occurs in the locus 
ceruleus in Alzheimer's disease and that a 2 -receptor agonists in general are a beneficial 
for treatment; therefore, there is a reasonable expectation of success because both 
diseases have similar pathologies. 
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Conclusion 

No claims are allowed. 

Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Renee Claytor whose telephone number is (571 )272- 
8394. The examiner can normally be reached on M-F 8:00-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Renee Claytor 
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